

language should read: (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), 
amino, 

A clean copy of the claims as corrected is attached to this response. 

Applicants thank the Examiner for the observations on the claims before commencement 
of examination on the merits, and request an early consideration of the claims directed to 
Group 2. 





Registration no. 35195 



J. Mark Hoch 



Tel. no. 650-616-5035 



Fax. no. 650-553-7165 



Customer no. 21835 



Elan Pharmaceuticals, Inc. 
800 Gateway Boulevard 
South San Francisco, CA 



94080 



p. 3 of 12 



Clean copy of claims corrected in this response: 



1) A compound of fomiula 1 



R2 



A— N 




OH O 

Formula 1 



wherein: 
A is 




OR 
I 

Aryl— (CH^),^"^ 

wherein Aryl is mono or bicyclic ayid has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chpsen from N, O and S; 
each X is independently 0, 1 or 2i 

R is H, Ci-Ce alkyl, phenyl or ^enzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; Ci-Ce alkylacylamino, Ci -06 alky lacy loxy, Ci-Cealkyloxy, Ci-Cealkylthioxy, 
amido (including primary, C\-CJzSky\ and phenyl secondary and tertiary), NH2, mono and 
di(CrC6 alkyl and phenyl) aminb, carbamyl (including Ci-Ce alkyl and phenyl amides 
and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 

iO 
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# 



wherein D is chosen from aryl having 5 to 6 atoms, optionally indtiding up to 2 
heteroatoms selected from the N, O, and S; fused aryl of 8 to 14 atom^i^tionally including up to 
3 heteroatoms selected from the N, O, and S; mono or fused cycloall^l having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon4ltoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether; diap^etone, and phenyKCi-Cs) 
alky loxy aryl; 



and wherein E is a divalent group chosen from c^onyl, sulfonyl, C1-C3 alkylene, 

////* 

-X- (C1-C3) alkylcarbonyl wherein X is chosen from N,^ and S, or E is merely a bond; 

and D may optionally be substituted with up tO'two groups chosen from OH, C1-C3 alkyl; 
Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Cealkyjdxy, Ci-Cealkylthioxy, amido (including 
primary, Ci-Ce alkyl and phenyl secondary and terti^^, NH2, mono and di(Ci-C6 alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl a^4*henyl amides and esters), carboxyl 
(including Ci-Ce alkyl and phenyl esters), carboxj(C2-C5)alkyloxy, N-heterocyclylacyl, C1-C3 
alkylsulfonyl, sulfonamide and Ci-C3alkylsulfonamide; 



iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl;>and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, CrCe alkylacylamino, Ci-Cealkylacyloxy; 
Ci-Cealkyloxy; Ci-Ce alkyl thioxy, amido/({Tricluding primary, Ci-Ce alkyl and phenyl secondary 
and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including Ci-Ce alkyl and phenyl 
amides and esters), carboxyl (includin^^pCe alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl, C1-C3 alkylsulfonyl, sulfonamide and CrC3 alkylsulfonamide; 



and iv) a divalent group of the f( 




wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 



B is selected from -OH; j^i-Ce alkyl or Ci-Ce alkyl amino, di(Ci-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-heterocyclylic and 
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each n' is independency 0, 1 or 2; 
mis 0, 1,2 or 3; 
and G is N or O; 

J is selected from the groujS consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fused ring cycloalkyl having 5 
to 12 carbon atoms; and morro or fiised ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 



each K is chosen from OH, CVCs alkyl; Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, C\-Ce 
alkyloxy, Ci-C6 alkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary 
and tertiary), NH2, mono and diOCi-Ce alkyl and phenyl) amino, carbamyl (including 
Ci-Ce alkyl and phenyl amides and esters), carboxyl (including C\-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxY; 



Rl is straight or branched chain Ci-Qfi alkanyl or C2-C5 alkenyl; 



R2 is Ci_5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkylWherein any of the above are optionally 
substituted v^^ith up to 2 of C 1.3 alkyl, trifluVomethyl or halogen, 
and stereoisomers, hydrates or pharmaceutioblly acceptable salts thereof. 



2) The compound claim 1 whgrein A is: 



Ra^ 




wherein the dotted line indicates $n optional aryl ring fused to the phenyl ring. 



24) A method of slowing or ameliorating the progression of a disease state characterized by 
deposition of AP peptide in a mammal comprising administering to a mammal in need thereof an 
effective amount of a compound of formula 1 
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R2 

OH O 



O 



A— N 




B 



R1 



Formula 1 



wherein: 
A is 



i) 



OR 



(CH2)x 



(Ra), 



Aryl— (CH2), 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, C1-C6 alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 



CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 



amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including C^Ce alkyl and phenyl amides 
and esters), carboxyl (including C\-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 
and n is 1 or 2; 

ii) 



heteroatoms selected from the N, O, and S; fused aryl of 8 to 14 atoms optionally including up to 



alkyl; Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Ce alkyloxy, Ci-Cealkylthioxy, 




wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
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3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether; diarylketone, and phenyl(Ci-C8) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, CrCa alkylene, 
-X- (C1-C3) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, Ci-Ca alkyl; 
Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, CrCealkyloxy, CpCe alkylthioxy, amido (including 
primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and di(Ci-C6 alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides and esters), carboxyl 
(including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, C\-C^ 
alkylsulfonyl, sulfonamide and C1-C3 alkylsulfonamide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Ci-Ce alkylacylamino, Ci-Cealkylacyloxy; 
Ci-Cealkyloxy; Ci-Ce alkyl thioxy, amido (including primary, Ci-Ca alkyl and phenyl 
secondary and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including Cj-Ce alkyl 
and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2- 
C5)alkyloxy and N-heterocyclylacyl, C1-C3 alkylsulfonyl, sulfonamide and C1-C3 
alkyl sul fonamide ; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 

B is selected from -OH; C\-Ce alkyl or Ci-Ce alkyl amino, di(C|-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-heterocyclylic and 



O 
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each n' is independently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; ftised aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fused ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fiised ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; C1-C6 alkylacylamino, Ci-Cealkylacyloxy, Ci-Ce 
alkyloxy, Ci-Ce alkylthioxy, amido (including primary, C\-Ce alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

R2 is Ci-s straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 
substituted with up to 2 of C1-3 alkyl, trifluoromethyl or halogen, 
and pharmaceutically acceptable salts and esters thereof. 
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A— 




OH O / 

Formula 1 



R1 



wherein: 
A is 

i) 



OR 

I 

(CH2), 



Aryl— (CH2),-^Si^ 
O 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 0/2; 

R is H, C\-Ce alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently /^elected from the group consisting of H, OH, C1-C3 
alkyl; Ci-Ce alkylacylamino, c/Cealkylacyloxy, Ci-Ce alley loxy, Ci-Cealkylthioxy, 
amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including Ci-Ce alkyl and phenyl amides 
and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 

ii) 



wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from^the N, O, and S; frised aryl of 8 to 14 atoms optionally including up to 
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3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon /toms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether; diary^ketone, and phenyKCi-Cs) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, C1-C3 alkylene, 
-X- (C1-C3) alkylcarbonyl wherein X is chosen from N, O ana S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, C1-C3 alkyl; 
Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Cealkyloxy, Ci-Cealkylthioxy, amido (including 
primary, Ci-Ce alkyl and phenyl secondary and tertiary)/NH2, mono and di(CrC6 alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl and^nenyl amides and esters), carboxyl 
(including Ci-Ce alkyl and phenyl esters), carboxy(e2-C5)alkyloxy, N-heterocyclylacyl, Ci-Ca 
alkylsulft)nyl, sulfonamide and Ci-C3alkylsulfr)n^mide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from^OH, Ci-Ce alkylacylamino, CpCealkylacyloxy; 
Ci-Cealkyloxy; CpCealkylthioxy, amido (including primary, C\'Ce alkyl and phenyl 
secondary and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including Ci-Ce alkyl 
and phenyl amides and esters), carboxyl/(including Ci-Ce alkyl and phenyl esters), carboxy(C2- 
C5)alkyloxy and N-heterocyclylacyl, O1-C3 alkylsulfonyl, sulfonamide and CrC3 
alkylsulfonamide; 

and iv) a divalent group of the formula: 

O 




wherein each carbonyl gi the divalent group bonds to the nitrogen to form a five- 
membered ring and Ra/is as defined above; 



B is selected from -OH; Ci-Ce alkyl or Ci-Ca alkyl amino, di(Ci-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-hetero( ic and 
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each n' is indep^elidently 0, 1 or 2; 
m is 0, 1, 2 or 3 ; ^ 
and G is N or 6j 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroato^ji^ seleicted from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fiised ring cycloalkyl having 5 
to 12 carbon atomsj^ncftinono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatom^ichosen from the group consisting of N, O, and S; 

„ k 

each K is chosen fr&m O^, C1-C3 alkyl; Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Ce 
alkyloxy, Ci-Ce alk^hioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary 

W 

and tertiary), NH2, moko and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including C\-Ce alkyl and phenyl 

W \ 

esters) and carboxyOSyj:C5)alkyloxy; 

Rl is straight or branchM chain d-Cs alkanyl or C2-C5 alkenyl; 



R2 is Ci-5 straight or bfahc^ed chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl orlheteroar^ wherein any of the above are optionally 
substituted with up to 2 of C^3 alkyl, irifluoromethyl or halogen, 
and pharmaceutically acceptableWlts and\esters thereof and a pharmaceutically acceptable 
diluent. w 





48) The composition claim 47 wherein A is: 



wherein the dotted line indicates an-op/ionafaryl ring fused to the phenyl ring. 
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